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DETAILED ACTION 
Claims 1-5 are currently under examination and the subject of this Office Action. 

Applicant's arguments, filed 6/30/2008 have been fully considered. Rejections not reiterated 
from previous Office Actions are hereby withdrawn. The following rejections are either reiterated or 
newly applied. They constitute the complete set of rejections presently being applied to the instant 
application. 

Claim Rejection - 35 USC § 112, First Paragraph, Scope of Enablement 
(New Ground of Rejection) 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the same and shall set forth 
the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-5 are rejected under 35 U.S.C. 112, first paragraph, because the specification, while 
being enabling for the treatment of neuropathic pain using the CCR-2 antagonist A, B and C (pages 279- 
280 of the instant specification), does not reasonably provide enablement for the treatment of the same 
using any compound found in instant claims 2-3. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

In this regard, the application disclosure and claims have been compared per the factors indicated 
in the decision In re Wands, 8 USPQ2d 1400 (Fed. Cir., 1988) as to undue experimentation. The factors 
include: 

1) the nature of the invention; 

2) the breadth of the claims; 

3) the predictability or unpredictability of the art; 

4) the amount of direction or guidance presented; 
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5) the presence or absence of working examples; 

6) the quantity of experimentation necessary; 

7) the state of the prior art; and, 

8) the relative skill of those skilled in the art. 

The relevant factors are addressed below on the basis of comparison of the disclosure, the claims 

and the state of the prior art in the assessment of undue experimentation. 

The claimed invention is directed to methods of treating neuropathic pain comprising the 
administration of an effective amount of a CCR-2 antagonist, such as those in instant claims 2-5. 

As set forth in In re Marzocchi et al, 169 USPQ 367 (CCPA 1971): 

"[A] [sjpecification disclosure which contains teaching of manner and process of making and 
using the invention in terms corresponding to the scope to those used in describing and defining subject 
matter sought to be patented must be taken as in compliance with the enabling requirement of first 
paragraph of 35 U.S.C. 112 unless there is reason to doubt the objective truth of statements contained 
therein which must be relied on for enabling support; assuming that sufficient reasons for such doubt 
exists, a rejection for failure to teach how to make and/or use will be proper on that basis, such a rejection 
can be overcome by suitable proofs indicating that teaching contained in the specification is truly 
enabling." (emphasis added) 

The present claims, in the broadest claimed embodiment, circumscribe methods of treating 
neuropathic pain with use of an effective amount of any of instant compounds of claims 2-5. However, 
given the data demonstrated in the present disclosure and in consideration of the state of the art at the time 
of the invention, one of ordinary skill in the art would have been highly skeptical to extrapolate the 
efficacy shown with CCR-2 antagonists A, B and C to all the compounds of instant claims 2-5. 

It is known that neuropathic pain is due to direct peripheral nerve damage, the toxic side effects 
of drugs, diseases such as diabetes or HIV-infection, inflammation or any combination of these factors 
(see p. 834, White et al, Nat. Rev. Drug Discovery, 2005, 4: 834-888). The animal models for 
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neuropathic pain cannot fiilly represent the complexity of different forms of neuropathic pain in humans. 
In addition, each animal model of specific neuropathic pain can be only interpreted partially and 
specifically (see p. 957, conclusions. Wang et al. Adv. Drug. Delivery Rev. 2003, 55: 949-965). 

In light of such and, further, given that the art recognizes the highly complex nature and poor 
understanding of neuropathic pain, the contention that the efficacy shown in treating such a condition 
using CCR-2 antagonists A, B and C twas reasonably representative of the same or a substantially similar 
level of efficacy using any other of the instantly claimed CCR-2 antagonists would have been sufficiently 
unusual that data on a representative number of species would need to be shown demonstrating the 
reasonable expectation that such efficacy could be properly extrapolated to the larger genus of CCR-2 
antagonists. In light of the fact that the treatment of neuropathic pain is highly unpredictable because of 
its varying etiologies and the efficacy of one therapy is not necessarily suggestive of the same efficacy 
using a chemically distinct therapy, because the mechanisms behind neuropathic pain are highly complex 
and elusive, the specification, which lacks an objective showing that the results shown with CCR-2 
antagonists A, B and C are suggestive of the same activity of the genus of the instantly claimed as a 
whole, is viewed as lacking an enabling disclosure. 

The specification at pages 279-280 only provides examples directed towards the use of CCR-2 
antagonists A, B and C for the treatment of neuropathic pain. The specification, however, lacks any 
sound scientific reasoning for extrapolating the data shown beyond these three agents as being 
exemplary for the treatment of neuropathic. In other words, the data shown is not commensurate in 
scope with the claimed subject matter. Applicant has failed to provide any reasonable basis for 
extrapolating the results shown from these particular examples to instantly claimed CCR-2 
antagonists in general, and how the exemplified species of CCR-2 antagonists A, B and C was 
reasonably representative of the same level of efficacy of the genus as a whole. 

The Examiner acknowledges that the Office does not require the presence of working examples to 
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be present in the disclosure of the invention (see MPEP §2164.02). 

However, in light of the state of the art, which recognizes the unpredictable nature of neuropathic 
pain, there is no apparent data to support the contention that the use of any of the instantly claimed CCR-2 
antagonists would have efficacy in treating the presently claimed disorders, specifically neuropathic pain, 
since the present specification lacks appropriate disclosure to enable the genus as a whole. Without such 
direction, a clear burden of undue experimentation would be placed upon the skilled artisan in order to 
practice the present invention. 

In view of the discussion of each of the preceding seven factors, the level of skill in this art is 
high and is at least that of a medical doctor with several years of experience in the art. 

As the cited art and discussion of the above 8 factors estabUsh, practicing the claimed method in the 
manner disclosed by Applicant would not imbue the skilled artisan with a reasonable expectation that 
the treatment of the presently claimed disorders, specifically neuropathic pain, could be achieved 
using any CCR-2 antagonists other than CCR-2 antagonists A, B and C, given the disclosure and the 
supporting examples provided in the present specification. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to ANNA PAGONAKIS whose telephone number is (571)270-3505. The examiner can 
normally be reached on Monday thru Thursday, 9am to 5pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on 571-272-0718. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for pubUshed applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Elecfronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571-272-1000. 

AP 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



